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METHOP AND APPARATUS FOR MEDICAL TREATMENT 
UTILIZING LONG DURATION ELECTROMAGNETIC RADIATION 

Field of the Invention 

5 This invention relates to methods and apparatus for medical treatments using 

electromagnetic radiation, and more particularly to such methods and apparatus for 
treatment where the electromagnetic radiation is applied to a treatment area for a 
relatively long time interval at relatively low peak power, 

10 Related Applications 

This application relates to Serial No. 60/177,943, filed January 25, 2000 and 
Serial No. 60/235,814, filed September 27, 2000. 

Background 

For many years, electromagnetic radiation (EMR) from lasers, lamps and other 
15 sources, including microwave and radio frequency (RF) has been used to treat a variety 
of medical conditions in ophthalmology, dermatology, urology, otolaryngology and other 
areas. For example in dermatology, hair removal, treatment of various pigmented 
lesions, removal of unwanted vessels, skin resurfacing and the like are current 
applications. For all of these treatments, a chromophore, which may be naturally 
20 existing in the patient's body or may be introduced into the body, absorbs at least some 
wavelength or wavelengths of the applied EMR and is heated as a result of this 
absorption. A natural chromophore can for example be water, melanin, hemoglobin, 
protein, or lipid. An artificial chromophore can for example be dye, inl^ carbon particles 
or magnetic particles. The heating of the chromophore usually results in the destruction 
25 of an unwanted hair follicle, pigmented lesion, tattoo, blood vessel, etc. to effect the 
desired treatment 

However, all existing methods and apparatus for optical dermatology present 
problems. First, in most cases, in order to achieve the desired dermatological effect, 
substantial energy must be applied to the skin component being treated. Heretofore, in 
30 order to get sufficient energy to the treated component, it has been necessary to use a 
relatively high peak power optical source, with for example one or more kilowatts of 
peak power generally being required in order to achieve long term hair removal. 
However, since the optical radiation must pass through the patient's epidermis to reach 
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the treatment area, and since the epidermis contains melanin -which is a chromophore at 
the wavelengths typically used for hair removal and certain othe* 
power applied to the skin can result in epidermal damage. While various techniques for 
cooling the epidermis during treatment have been discussed in the prior art, and these 
techniques do raise the energy threshold at which thermal damage occurs, it has been 
found that, while these techniques are effective for lighter skinned patients, for example 
patients having skin with lower Fitzpatrick skin type classification numbers, they 
frequently do not provide sufficient protection when treating darker skinned patients 
having, for example, Fitzpatrick skin types m-VI, and particularly f^^ 
individuals having skin types V and VI or tanned patients. This has meant that the 
benefits of optical dermatology treatments have heretofore not been available to a 
signifi cant percentage of the population, and has limited the ability to treat exposed, and 
Urns frequently tanned, parts of a patient's body, which are the parts on which treatment 
is most frequently desired. 

Second, the requirement to generate high peak power has required the use of 
large, and relatively expensive, lasers and other optical sources. For example, to 
generate the requisite peak power using diode lasers, a laser head having as many as 1 00 
diode bars may be required, depending to some extent on wavelength. In addition to the 
cost of the diode bars themselves, the use of such a large number of diode bars creates 
serious thermal management problems, further complicating the design and increasing 
the cost of the resulting diode laser device. 

In addition, existing systems, which tend to apply energy to the skin component 
being treated over a relatively short time interval, can result in the explosion of the 
chromophore absorbing the heat, and thus in unwanted side effects, for example 
unsightly skin purpura, and in the generation of water vapor which may interfere with the 
efficient transfer of energy and/or heat to the component being treated. The process by 
which living tissues undergo thermal damage, including coagulatiye necrosis, is 
des cribed in the scientific literature known to those skilled in the art, and will not be 
described here in any detail. High peak temperature of the chromophore can also cause 
chemical reactions which result in the foimafion of unwanted chemical substances. 
These substances can have a bad smell, this being a particular problem for hair removal, 
or can cause harm to the patient as a result of unpredictable effects of these substances on 
the body. 
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The use of high peak power lasers or other EMR sources also results in 
dermatology treatments using such apparatus being dangerous in that improper operation 
of the equipment can cause potentially serious injury to a patient's rVit^ eyes, or other 
portions of the patient's body, and if not carefully operated, can also cause injury to the 
person operating the equipment This has resulted in a requirement that most such 
equipment be operated either by a dermatologist or other physician or by a skilled 
professional under the supervision of a doctor. The high cost of the equipment coupled 
with the requirement for treatments to be performed by skilled professionals has resulted 
in optical or other EMR dermatology procedures being relatively expensive. This, 
coupled witli the feet that most EMR dermatology procedures are not covered by health 
insurance, has significantly limited the availability of such treatments to the general 
public. Therefore, treatment procedures which both significantly reduce the cost of the 
equipment required and permit treatments to be performed by less highly trained 
personnel could significantly reduce the cost and enhance the availability of optical 
dermatology procedures to the general public. 

It is also desirable to use feedback to control some EMR medical procedures, a 
patient parameter, for example skin temperature, being detected and utilized to control 
EMR energy, cooling and/or other treatment parameter, or if appropriate, to terminate 
treatment However, feedback control is not practical with pulses of less than several 
ms, and works best with even longer pulse durations, in the order of 1 00 ms or greater. 
Feedback is another technique which permits less trained personnel to safely operate the 
equipment 

Further, for the EMR dermatology treatments discussed above, the chromophore 
absorbing radiation and being heated thereby and the target to be acted on for destruction 
or other treatment generally occupying the same area, the chromophore being the 
treatment target However, there are applications in EMR dermatology where the 
treatment target is not a chromophore and a chromophore does not exist in the immediate 
area of the treatment target; or in another words where non-uniform absorption exists in 
the target area, part of the target area exhibiting weak absorption or no absorption at all, 
while other parts show significant absorption. In these cases, damage to weakly 
absorbing/nonabsorbing portions can only be achieved by heat diffusion from highly 
pigmented, strongly absorbing portions of a target area, such portions frequently being 
referred to hereinafter as <c heater portions" or simply as "heaters". However, standard 
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theories heretofore used for developing EMR radiation treatments, including the theory 
of selective photothermolysis, are only applicable where the chromophore and 
destruction target occupy substantially the same space and do not provide a reliable basis 
for developing treatment protocols for target areas having non-uniform absorption 
characteristics, and in particular where the destruction target has little or no absorption 
at the applied wavelength(s) and is spaced from any heater portion. 

Finally, there are EMR treatments where enough energy cannot be applied to the 
target during a single treatment to effect the desired therapeutic result without undesired 
side effects, for example epidermal damage. However, with standard EMR treatments, 
the chromophore is generally destroyed during the treatment, so that weeks or even 
months must pass before the chromophore regenerates sufficiently for another treatment 
to be performed. It would be far preferable if two or more EMR treatments could be 
performed during a single treatment session, or at least within days of each other, rather 
then within weeks or months. 

Many of the problems indicated above for dermatology can also arise when 
performing other EMR medical procedures, including the need to protect the patient's 
epidermis and treatment of targets having non-uniform absorption. 

A need therefore exists for an improved method and apparatus for performing 
optical dermatology and other EMR medical procedures which overcomes the various 
problems indicated above, and in particular which facilitates treatment of non-unifonnly 
absorbing areas and of dark skinned/tanned patients, which is both less ejq>ensive and 
safer than existing procedures, which permits multiple treatments during a single session, 
or closely spaced sessions, and which facilitates feedback control of treatments. 

Summary of the Invention 

In accordance with the above, this invention provides a method and apparatus for 
performing a medical procedure on a treatment area of a patient's body, which procedure 
may, for example, be a dermatology procedure such as hair removal, treatment of 
vascular lesions or collagen restnicturing for wrinkle removal or other purposes. The 
method and apparatus involve applying electromagnetic radi^ 
appropriate wavelength from a source of such EMR through a suitable head to the 
tre^ment ; area. For preferred embodiments, the EMR is optical radiation, for ercimple, " 
coherent optical radiation from a laser or non-coherent optical radiation from a flash 



WO 01/54606 



PCT/DS01/02511 



lamp, filame nt lamp, LED or other suitable source. Key features of the invention are the 
power profile for the applied radiation and the duration for application of radiation to the 
target area. 

In accordance with one aspect of the invention, the power profile for the applied 
5 radiation has an average power (P<^ sufficient to effect the desired result over the 
application duration and a peak power <P P ) which does npt result in destruction of the 
chromophore or heater. The duration of radiation application to the target area is longer 
than the thermal relaxation time (TRT) of the target area, being long enough for 
sufficient energy for the procedure to be applied at the power profile to the treatment 
10 area. For this embodiment, the duration of radiation application can be up to 20 seconds 
and more, particularly for hypCTthermia. treatments, and P p is preferably less than 500 
watts. For some continuous wave embodiments of the invention, P p and P a for the 
radiation over the duration of application are roughly the same. 
For this invention: 

15 ■ The EMR wavelength should be chosen to maximize contrast between the 

absorption coefficient of the pigmented area or heater and that of the tissue 
surrounding the target area. This postulate is identical to the case of classical 
selective photothermolysis. 

■ The EMR power should be limited to prevent the pigmented heater area from 
20 destruction or from otherwise losing the ability to absorb, but must be 

sufficient to achieve a heater temperature higher than the target damage 
temperature. 

■ The pulsewidth should be made shorter than or equal to the thermal damage 
time (TDT), which can be significantly longer than the thermal relaxation 

25 time (TRT) of the target TDT is the time requir^ for iircyersible target 

damage with sparing of the surrounding tissue. 
For some embodiments, irradiation is applied tp heat at least one chromophore in 
the treatment area and the peak power is selected so as to heat the at least one 
chromophore only to a selected temperature, which.temperature is below that at which 
30 the chromophore undergoes a change which results in significant lose of absorption at 
the applied wavelength or wavelengths. For example, the temperature to which the 
chromophore is heated may be no more than approximately 100-1 10° C so as to avoid 
vaporization of water in the tissue. For some embodiments, the procedure is hair 
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removal, the chromophore is melanin within a hair shaft of me hair follicle and the 
duration of radiation application is sufficient for heat transfer from the hair shaft to the 
outer root sheath of me follicle to damage stem cells located thereat The chromophore 
may also be another chromophore either located within the hair follicle or introduced 
therein which results in the power profile and duration being sufficient to cause 
destruction of stem cells at an outer root sheath of the follicle, a papilla for the follicle 
and/or other critical follicle cells. ' V 

For another embodiment, the procedure is wrmlde removaL the chromophore is 
melanin at the deim^epidennis (DE) junction, and the power profile and duration are 
sufficient to heat collagen in the papillary dermis sufficiently to restructure such 
collagen. For still other embodiments, the procedure is destruction of vascular lesions, 
me chromophore being at least hemoglobin or water of the blood in the vascular lesion 
and the duration being sufficiently longer at the power profile for heating and 
denaturation of the wall of the vessel. Water may also be the chromophore for various 
other treatments, including treatments for skin rejuvenation or wrinkle removal. 

Li accordance with still another aspect of the invention, the wavelength of the 
EMR from the source is absorbed by melanin in the patient's epidermis, including at the 
denruVepidermis (DE) junction, and the power profile and duration are such that heat 
generated as a result of EMR absorption in epidermal melanin can migrate to the skin 
surface and be removed concurrent with irradiation, thereby controlling temperature 
increase in the epidermis during irradiation. In accordance with still another aspect of 
the invention, the treatment area has a target area with a thermal relaxation time and the 
duration is longer than this thermal relaxation time. In particular, the target area includes 
a heater part or portion which is highly absorbing at the wavelength(s) of Ihe EMR 
source and the EMR radiation is applied at least to such heater portion of the target area 
for a duration significantly greater than the thermal relaxation time of the target area 
The target area also has a thermal damage time (TDT) which is the time required at the 
applied power profile for the entire target area to reach a thermal destruction 
temperature, and the duration of the optical radiation is substantially equal to such TDT. 

More ; specifically; the duration of the optical radiation (T) is equal (TDT-8) 
where 5 is roughly the propagation time for the front of the heat from the heater portion 
to a non-heater portion of the target furthest from the heater. TDT andTRT may be 
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related such that TDT = TRTt(x, A), where x is a geometrical factor and A is a 
temperature factor. More specifically, x = d^di, where di = size of heater portion and d2 
= size of total target; and A = (T2-To)/(Ti-T 0 ) where To is target and heater temperature 
before irradiation, Ti is the heater temperature and T2 is the temperature at which 
5 irreversible thermal damage of the target area generally occurs. Where the target is a 
hair follicle, and the heater includes a pigmented hair shaft or hair matrix in the follicle, 
TDT is the time required for heat to the thermal destruction temperature to reach an outer 
sheath of the follicle. Similarly, where the target is a blood vessel, and the heater 
includes blood in thcblood vessel, TDT is the time required for heat to the thermal 

10 destruction temperature to reach through walls of the blood vessel in the target area. 

Where the target is collagen in the papillary dermis, and the heater is melanin at the DE 
junction, TDT is the time required for heat at the thermal destruction temperature for 
collagen to reach a desired depth in the papillary dermis. For substantially all 
applications, the power profile should be such that, at TDT, the entire target area is at a 
• 15 temperature of at least the thermal destruction temperature, but substantially no tissue 
outside the target area is at or above the thermal destruction temperature. 

To maximize energy or power delivered to a target inside a patient's body, it is 
generally desirable to cool the patient's slcm in an area over the target area to remove 
heat from at least the patient's epidermis. Such cooling may be active cooling, for 

20 example having a chilled plate, lens, waveguide or the like in contact with the patient's 
skin, applying a cryogen spray to the patient's skin, gas/liquid flow across skiti surface or 
other known contact or non-contact active cooling techniques, or may be passive, relying 
on heat diffusion from the skin surface. 

In accordance with another aspect of the invention, the power profile of applied 

25 radiation results in heating of the heater to a temperature T which is greater than the 

thermal destruction temperature for at least a portion of the target to be dam aged, but less 
than a collapse temperature at which the heater portion undergoes a change which results 
in significant loss of absorption at the at least one wavelength. The heater part of the 
target area may be a naturally-occurring chromophore in the patient's body, or may be an 

30 artificial chromophore introduced to the target area. Where the medical procedure is hair 
removal, the heater may include a hair shaft or hai r matrix in the hair follicle which has a 
collapse temperature of up to 250° C, the radiation duration in this case being up to 
approximately 20 seconds. Where the medical procedure is removal of vascular lesions 
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or collagen remodeling, the duration of radiation application may, for example, also be 
up to approximately 20 seconds. 

In accordance with still another aspect of the invention, the target area includes at 
least one higjily absorbent heater portion and at least one non-heater portion having weak 
5 absorption to no absorption, the at least one non-heater portion being spaced to varying 
degrees from the at least one heater portion. Electromagnetic radiation from a suitable 
source is applied to at least the heater portion(s) of the target area, the radiation including 
at least one wavelength highly absorbed by the heater portion(s) and having a power 
profile which heats the heater portion(s) to a temperature T greater than the thermal 

1 0 damage temperature for the portion(s) of the target area to be damaged, but less than the 
collapse temperature at which heater portion(s) undergo a change which results in 
significant loss of absorption at the applied at least one wavelength, the radiation being 
applied for a duration sufficient with the power profile to permit heating of substantially 
all of the target area from the heater portions to a temperature sufficient to accomplish 

15 the medical procedure. Where there are a plurality of target areas in an aperture being 
irradiated by the optical radiation, each of which areas is of a size d 2 , and the centers of 
the target areas are spaced by a distance d 3 , the ratio of fluence Fks at which damage 
outside the target areas occur to fluence F s at which selective damage of a complete 
target area occurs is F N s/F s = (d 3 /d 2 ) n , where n is dependent on target shape. The ratio 

20 Fns/Fs has been found to drop significantly for Y=d3/d 2 < 5. 

In accordance with still another aspect of the invention, the wavelength utilized, 
in addition to being appropriate for the medical procedure being performed, is also 
absorbed by melanin in the patient's epidermis, including at the DE junction. In this 
case, the EMR has a power profile and duration which are sufficient to effect the medical 

25 procedure and are such that heat generated as a result of EMR absorption in the 

epidermal melanin can migrate to the skin surface and be removed concurrent with 
irradiation, thereby controlling temperature increase in the epidermis during irradiation. 
Active cooling may be applied to the skin surface to Militate the removal of heat 
therefrom. 

30 In accordance with still another aspect of the invention, the power profile is such 

that the temperature of the heater is maintained substantially constant for the duration of 
EMR application. This power profile may for example result in an optical power which - 
decreases substantially exponentially for the EMR duration. 
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The foregoing and other objects, features and advantages of the invention will be 
apparent in the following more particular description of preferred embodiments of the 
invention as illustrated in the accompanying drawings. 

Brief Description of the Drawings 

Fig. 1 is a schematic representation of a portion of a patient's skin and of a 
system suitable for practicing the teachings of this invention positioned adjacent thereto; 

Fig. 2 is a diagrammatic representation of a biological target with a spaced 
chiomophore/heater and target area; 

Figs. 3a aind 3b are diagrams illustrating optical power versus time and 
temperature versus time respectively for a rectangular EN1R pulse mode, while Figs. 3c 
and 3d are diagrams illustrating power versus time and temperature versus time for a 
rectangular temperature pulse mode respectively; 

Figs. 4a-4c diagrammatically illustrate three geometrical shapes, namely, plane, 
cylindrical and spherical, respectively, utilized in various examples; 

Figs. 5a and 5b are diagrams illustrating temperature versus location for the 
rectangular EMR pulse mode and rectangular temperature pulse mode, respectively, at 
different times, Fig. 5c being a cross-section through an illustrative hair follicle; 

Figs. 6a-6c are diagrams showing the ratio of r (x, A) « TDT/TRT as a function 
of a geometrical factor x for two heating modes for a plane target, cylindrical target and 
spherical target, respectively; 

Fig. 7 is a diagram of temperature versus position relative to a hair shaft for a 
cylindrical target for different t^peratures of the hair shaft; 

• . ■■ - • . ■ • -.V?!' "" r 

Fig. 8 is a chart showing calculated temperature distribution as a function of 
depth for a cooled surface (10°C) and a laser pulse duration of 1 second at roughly 150 
J/cm 2 ; 

Figs. 9a-9d are charts illustrating temperature versus depth for pulse durations of 
3 ins, 10 ms, 100 ms and 300 ms, respectively; 

Figs. 10a- 1 0c are diagrams illustrating the dependence of pulse width to hair 
shaft diameter for various densities of hairs; 

Fig. 1 1 is a diagram illustrating the relationship of pulse power and duration for 
various hair and skin types; 
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Fig. 12 is a diagrammatic representation of an ideal model for cylindrical targets 
with equal spacing; and 

Figs. 13a and 13b are diagrams mustrating die dependence of thermal destruction 
time, fluence F s required to produce selective damage and Fns, the fluence required to 
5 produce unselective tissue damage on the density factor for the targets. 

Detailed Description 

Fig. 1 is a schematic representation of a patient's skin 10 and of an exemplary 
system 12 for applying electromagnetic radiation (EMR) to the patient's skin for treating 

10 a variety of medical conditions. The skin 10 consists of a dermis 14 covered by an ) 
epidermis 1 6, there being a dermal epidermal (DE) junction 1 8 at the intersection of 
mese two skin layers. Epidermis 16 is generally relatively thin, extending perhaps 30 to 
200 microns from the skin surface, while the dermis 14 is thicker, extending on average 
approximately two to five mm from the DE junction. Pigmentation, which determines 

15 the color, and in particular the darkness, of a person's skin is contained primarily in 
epidermis 1 6 in die form of melanin which exists primarily on the epidermis side of the 
DE junction, but, particularly for darker skinned individuals (including tanned 
individuals), also exists throughout the epidermis. The darkness of a person's skin is 
frequently quantified on a Fitzpatrick scale, which ranges from I for very light skinned 

20 mdividuals to VI for very dark-skinned individuals. ) 
There are many components within the skin on which EMR dermatological 
procedures may be performed. These include hair follicles 20, blood vessels 22, collagen 
24 in the papillary dermis, etc. Hair follicles 20 may for example be irradiated to remove 
unwanted hair, for example fecial or leg hair on women, and may in some cases also be 

25 irradiated to stimulate hair growth. The mechanism for stimulation can be soft reversible 
damage of the follicle matrix to stimulate blood delivery to the papilla. Treatment may 
also be performed to remove blood vessels 22 or other vascular lesions, which may 
include leg veins, spider veins, varicose veins or other blood vessels which either cause 
discomfort to the patient or which are consider unsightly and die removal of which is 

30 desired. Collagen 24 may be non-fevasively remodeled, existing collagen being 

destroyed to fecilitate regrowth of new collagen, for wrinkle removal and other purposes. 
The teachings of this invention may also be used for other dermatological treatments and ~ 
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for certain subdenhal tr eatme nts, such as fat removal, acme (sebaceous gland) treatment 
or for other medical procedures nonnally performed by selectively applying EMR of an 
appropriate wavelength to a selected treaiment area. 

Apparatus or system 12 illustrates in schematic foim the basic components of a 

5 system or apparatus for ^plying EMR radiation to a treatment area of a patient 

Apparatus 12 includes a source of EMR 2.8, an applicator 30 through which the EMR is 
applied to the skin of the patient, a mechanism 32 which as shown operates in 
conjunction with applicator 30 to remove heat from the surface of tlie patient's dri™, or in 
other words to cool-at least the epidermis of the patient, and controls 34 which operate in 

10 accordance with the teachings of this invention to control, for example the power profile 
and/or duration of EMR from source 28 and/or to control applicator 30 to achieve a 
desired power profile, wavelength profile and/or duration for EMR applied thereto from 
source 28 and to control component 32 as reqpiiied to achieve a desired cooling of the 
patient's skin. 

15 EMR source 28 may be any of a variety of EMR sources currently or hereafter 

used or developed for EMR medical procedures/including various types of lasers, for 
example solid-state lasers and diode lasers, fiber lasers, flash lamps, filament lamps and 
other sources of incoherent optical radiation, a microwave source, an RF source, etc. 
When EMR source 28 produces radiation at one or more wavelengths, or wideband 

20 radiation, either of which includes wavelengths which are not desired for a particular 
° treatment, source 28 and/or applicator 30 may include filters, wavelength shifters or 
other appropriate components to eliminate undesired wavelengths and/or to enhance 
desired wavelengths. 

Further EMR source 28 may be a pulse source which remains on for a selected 

25 duration, may be a source which generates a sequence of pulses in rapid sequence, with 
' short spaces between adjacent such pulses!, such sequence of pulses*being genera te d for a 
duration which is equal to the desired duration for the EMR signal, or may be a 
continuous wave (CW) signal, such CW signal being either continuously on or a 
sequence of short pulses of the type indicated above with small spaces between adjacent 

30 pulses. The power supply can also control the power profile of the EMR to obtain an 
optimum pulse shape which maximizes heating of the target and minimizes overheating 
of the epidermis. A CW source and/or the applicator 30 used therewith may be moved at 
a selected rate over a treatment area so as to provide a selected dwell time or pulse 
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duration over each target area. Thus, when the tenns "pulse duratioa" or "signal 
duration" are "used herein, such terms should be interpreted to mean the total dwell lime 
of any of the above EMR signals on a selected target area or portion thereof. 

EMR from source 28 is applied through a suitable conduit 36 to applicator 30. 
For example, where source 28 is a source of optical radiation, conduit 36 may be, an 
optical fiber or bundle of optical fibers. Alternatively, applicator 30 may be a radiation 
delivery head having EMR source 28 physically mounted therein. Other arrangements 
known in the art for delivering EMR radiation from a source to an applicator may also be 
utilized. _ 

While applicator 30 is shown in Fig. 1 as being in contact with the patient's 
and for most applications an apphcator in contact with the patient's skin is preferred, this 
is not a limitation on the invention, and in some applications a non-contact applicator 
may be used, either with passive cooling, cryogenic spray cooling, etc., the specific 
applicator utilized varying with application. For example, where the applicator is also 
being utilized to cool or remove heat from the skin surface, good thermal contact is 
clearly preferred. Contact may also permit more efficient transfer of radiation into the 
patient's skin and may facilitate retro-reflection ofradiation\^ch, as a result of 
scattering in the skin, leaves the skin and is reflected back by the head toward the 
treatment area. Depending on the nature of the radiation applied, applicator 30 may be 
stationary over a treatment area for the duration of a given EMR pulse or si gna l or, 
where source 28 is a source of CW radiation, applicator 30 may move over the skin at a 
rate so that the dwell time of the radiation from the applicator over each portion of the 
treatment area is equal to the desired duration of the EMR signal. Applicator 30 may 
also determine or control the aperture size for the applied radiation. 

Mechanism 32 may be any of a variety of components known in the art for 
cooling or removing heat from a patient's skin. For example, applicator 32 may be a 
waveguide, lens or plate of sapphire or other suitable material through which the 
radiation is applied to the patient's skin, the material of the waveguide/lens/plate having 
good heat transfer properties and being cooled by a thermoelectric device 32 being in 
contact therewith or by passing a cooling fluid, for example a cryogenic fluid, water, gas, 
etc., over the waveguide/lens/plate either periodically or continuously in manners known 
in the art Applicator 30 could also be a block of a metal or other material having good 
heat transfer properties with open channels through which radiation is applied to the 
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palient's skin, the block being cooled using one of the techniques previously indicated. 
For some embodiments, component 32 may be utilized to first heat the person's skin to 
the depth at which treatment is to occur and then used to cool the epidermis prior to 
irradiation. (See for example co-pending application Serial No. 09/078,055, filed May 
5 13, 1998, the content of which is incorporated herein by reference, for a more detailed 
discussion on metal block applicators and the preheat/precoolm However, the 

teachings of this invention may eliminate the need for such precooling. 

Controls 34 may be manually operated, but preferably include a microprocessor 
or other suitable processor programmed to control the operation of EMR source 28, 
10 applicator 30, and cooling component 32 in the manner to be hereinafter discussed to 

achieve a power profile and duration for the applied radiation which conform to the 

* ~ ■ ■■-.*. - 

teachings of this invention. Controls 34 may receive selected inputs from source 28, 
applicator 30, temperature mechanism 32 and/or other components indicating such things 
as temperature of various system components and/or of the patient's skin. 

15 As indicated earlier, there are at least two situations where conventional EMR 

dermatology treatments are not effective. These situations are (i) where the patient has 
dark skin, for example, patients with Fitapatrick's skin types V and VI; and (li) where the 
treatment area has non-uniform absorption characteristics such that a heater portion of 
the target area having high absorption at the applied EMR absorbs energy from the EMR 

20 and is heated thereby, the heater portion being spaced from portions of the target which 
absorb little or no EMR at the applied wavelength, but which are to be thermally 
destroyed or otherwise thermally treated. In the former situation, in accordance with the 
teachings of this invention, it has been discovered that when the EMR is applied at 
relatively low power over an extended time interval, heat produced as a result of EMR 

25 absorption by melanin in the epidermis has time to move to the skin surface and be 
removed, particularly if the skin surface is actively cooled, this parallel cooling of the 
epidermis during EMR irradiation of the target area permitting treatment to be effected 
without causing damage to the patients epidermis, even for patients having Fitzpatrick's 
V and VI skin. In the second case, in addition to the parallel cooling effect indicated 

30 above, the relatively long duration EMR signal also permits time for heat to diffuse from 
heater portions of the target area to the non-pigmented portions of the target to achieve 
the desired thermal destruction or other treatment of such non-pigmented portions. 
However, since the heater must remain intact to permit heat diffusion therefrom for the 
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period required for heat to the desired temperature to diffuse to the non-absorbing target 
portions, the energy applied to the heater must, at least for the required pulse duration, be 
below the threshold at which the heater undergoes a phase change or transition which 
results in a significant loss of absorption at the EMR wavelengths, for example as a 
5 result of bleaching, melting, boiling, bubble formation or other destructive process on the 
heater. Thus, as discussed in fax greater detail later, the invention involves the use of 
EMR signals of relatively low peak power delivered over a relatively long duration in 
order to achieve the objectives indicated above. Such low peak power, long duration 
EMR signals also permit use of lower cost EMR sources and, by permitting much lower 

1 0 power EMR sources to be utilized, are far safer to use, pennitting in some instances 

further cost reductions by having treatments performed by less highly skilled and trained, 
and thus less expensive, individuals. Since the chromophore remains intact, even when a 
treatment is completed, multiple treatments may be performed during a single treatment 
session or within days of each other to permit safer, more effective treatment. The 

15 extended time interval of the treatment also facilitates feedback control. 

While in the discussion to follow, the long duration EMR signals are sometimes 
referred to as "pulses," it should be understood, as indicated earlier, that long duration 
EMR si gnals in accordance with the teachings of this invention may be obtained in at 
least three different ways. First, the EMR signal may be applied as a single pulse of the 

20 desire duration. Such a pulse may for example be achieved by operating EMR source 28 
for the prescribed duration, by using a shutter to pass radiation from the source to the 
target for such duration or by other techniques known in the art. When the EMR source 
pulses on and off at a relatively high rate, such source may be used as long as the 
m a xi m um spacing between adjacent pulses is very short relative to the EMR duration 

25 and the average power of the pulse train for the duration of the EMR signal is sufficient 
to effect the desired treatment The latter condition is necessary in order for requisite 
power and energy to be achieved without requiring a high peak power source. The third 
way in which the EMR signal duration may be achieved is to use a continuous wave 
(CW) source, which source may be a high repetition rate, high duty cycle source of the 

30 - type indicated for the second option; and passing this source over the treatment area in 
for example the manner indicated in co-pending Application Serial No. 09/078,055 filed 
May 13, 1998, the signal duration in this case being the dwell time of the CW signal - 
source over the target area. For this embodiment, the head delivering the EMR energy 
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would be moved at a much slower rate then for embodiments where the teachings of this 
invention are not practiced. 

Considering first the objective of achieving more effective parallel cooling so as 
to be able to more safely treat all patients, and in particular to be able to safely treat dark 
5 skinned (Including tanned) patients, the problem with dark-skinned patients stems from 
the feet that for all patients there is some melanin concentration in the epidermis at the 
dermal/epidermal (DE) junction. The melanin concentration in this area increases for 
darker skinned individuals, and, as skin color darkens, melanin tends to increasingly 
appear throughout the qpidennis: For very dark skinned patients, for example patients 

10 with skin types V and VI, there is significant melanin concentration at the DE junction, 
with lesser amounts of melanin throughout the epidermis. Thus, for treatments at a 
radiation wavelength which is preferentially absorbed by melanin, for example hair 
removal treatments where melanin in the hair shaft, hair matrix and other portions of the 
follicle is being targeted, significant heating of epidermal melanin can also occur, 

15 making it difficult to perform such treatments on dark skinned individuals. Thus, while 
heat from melanin absorption in the epidermis can migrate to the skin surface to be 
removed, either by air, by evaporating cryogen on the skin surface, by a cooled element 
in contact with the skin surface, or by other suitable means in as little as 0.1 milliseconds 
for melanin near the surface of the epidermis (melanin being near the surface at the 

20 epidermis for dark skinned individuals and/or for skin areas having an exceptionally thin 
epidermis), it typically take? at least 10 ms for heat from melanin at the DE junction to 
reach the skin surface, and generally takes significantly longer. It has been found that for 
optimal parallel cooling, parallel cooling being defined for purposes of this invention as 
skin cooling which occurs as a result of heat escaping from the skin's surface during 

25 irradiation, a radiation duration of at least 50 ms, and preferably 100 ms or more, is 
required. 

In particular, while the time required for the front of the heat to flow from the DE 
junction to the skin surface may on average be approximately 10 ms, the epidermis also 
has a finite capacity for transferring heat per unit time. Thus, while some heat will be 
30 dissipated from the DE junction through the mechanism of parallel cooling with an 

irradiation duration of 10 ms, the epidermis does not have the capacity to remove most of 
the heat accumulated in the melanin at the DE junction during this time interval. It has 
been found that in order to hold down the temperature at the DE junction, low peak . 
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power irradiation for a duration of at least 100 ms is normally required, this duration 
being sufficient for the heat removal capacity of the epidermis to permit sufficient heat 
transfer to the skin surface so as to assure against overheating of the epidermis in 
general, and the DE junction in particular. Longer durations for the applied irradiation 
and/or more aggressive active cooling of the skin surfece can further reduce or even 
eliniinate heat rise in the epidermis, thereby enhancing both safety and patient comfort 
for EMR medical treatments in general and for optical dermatology treatments in 
particular. 

With such long pulse durations, and with the lower peak power sources which 
may be utilized to deliver a desired energy to the target or treatment area with such long 
treatment times, it has been found that all types of skin, including skin types V and VL 
may be treated safely without mcurring thernial datuage to the ^ 

Further, the iower peak power required, particularly for pulse durations in excess 
of 100 ms, and in some cases in ranges up to several seconds, for example up to 20 
seconds and more, permits optical sources having a peak power in the 100's of watts 
range, for example 100 to 200 watts, to be utilized, and possibly even less, permitting for 
example an 800 nm laser diode head having only one to mree laser diode bars, as 
opposed to 10-100 bars for shorter pulse, to be utilized. Similar improvements can be 
obtained at other wavelengths. In some applications, this may even permit the EMR 
source to be a standard incandescent light bulb or other standard light source (for 
example, even the sun), appropriate filtering or wavelength shifting sometimes being 
required or desirable when such wide-spectrum sources are utilized. As is discussed in 
greater detail later, in some apptications where low power sources are utilized, exposure 
times in the range of minutes, or in some cases hours, may be appropriate. The low peak 
power, long pulse duration treatment protocols discussed in this pamgraphpermit optical 
dermatology procedures to be performed with smaller, lighter and significantly less 
expensive equipment, and also significantly simplifies thermal management problems, 
further reducing equipment size and cost 

Another significant advantage of utilizing the low peak power, long pulse 
technique of this invention is that its safer for the patient In particular, while prior art 
systems can, if not properly utilized, cause damage to the patient's skin or, when used to 
treat for example wrinkles or hair on a patient's face, have the potential for causing eye 
damage or damage to other organs of the patient's body, the potential for harm to the 
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patient as a result of improper use of the treatment apparatus is significantly reduced 
when low peak power optical sources are utilized. Potential injury to the operator is also 
significantly reduced. Further, the low peak power, long duration pulses allow sufficient 
time for the condition of the patient's skin or other treatment parameters to be monitored 
and utilized to control treatment parameters, for example EMR power and/or cooling, 
and to terminate treatment in the event a dangerous, condition is detected before skin 
damage occurs. Such feedback control and protection are not practical with the short 
pulses currently utilized. Thus, while current techniques require tiiat tiie treatment be 
performed either by a dermatologists of other physician, or at least by a highly skilled 
technician under the supervision of a physician, the low peak power apparatus which 
may be utilized in accordance with the teachings of this invention may permit hair 
removal, skin resurfacing and other dermatological procedures to be performed by less 
highly trained people, and possibly by cosmologists, barbers and the like. Home use 
may even be possible, particularly if power is reduced so as to provide only "hair 
m a n agement," for example functioning as a long term razor, rather then permanent 
removal This, coupled with the potential for significantly lower cost equipment, will 
dramatically reduce the costs of such optical dermatology treatments, making them 
available to a far larger population. 

In addition to the advantages discussed above which arise fern the use of low 
power, long duration EMR signals for performing EMR dermatology, such signals are 
also useful where the target area has non-uniform absorption of radiation for the 
wavelengths of the applied EMR signal. Such non-uniform absorption, which is 
common for the h uman skin, means that within a given target area there are portions 
which are highly absorbent at the wavelength or wavelengths of the EMR source and 

..." , ; . jA 

there are portions in the target area which are either weakly absorbent of such radiation 
or totally non-absorbent Where a dermatological treatment requires thermal destruction 
of such non-absorbing or weakly absorbing portions, such result has not been possible 
with prior art high peak power, short duration EMR signals, frequently resulting in less 
than ideal results for various dermatological treatments including, but by no means 
limited to, hair removal, elimination of vascular lesions and sV™ resurfacing through 
collagen remodeling. 

However, the low power, long duration si gnals of this invention are capable of 
effecting such treatments. More specifically, the procedure using a pulse duration 



WO 01/54606 



i 



PCT/US01/02511 



-18- 

x < TRT becomes inapplicable when the target and the chromophore or heater are 
spatially separated or the absorption of the target is non uniform over its volume, and the 
treated part of the target has weak or no absorption, but another part of the target has 
significant absorption. If this is the case, the weakly absorbing part of the target has to 
5 be treated by the diffusion, radiation, convection or other transfer mechanism of heat 
from the strongly absorbing heater part For example, for permanent hair removal, in 
accordance with current knowledge, it is necessary to damage all follicle structure up to 
the connective tissue sHeath or the stem cells located in the bulge area at the outermost 
layer of the outer root sheath. Damage or destruction of follicle matrix and/or papilla are 

10 also desirable for hair removal The heaters with high absorption of light are the 

melanin-containing hair shaft and matrix cells. But the targets to be damaged include 
stem cells and other follicular structures such as the papilla that do not have the required 
chromophores. These targets can be damaged by heat diffusion from the hair shaft or the 
matrix cells to the surrounding follicular structures that do not contain a useful 

15 chromophore. In order to accomplish this, the hair shaft or other chromophore must 
continue to absorb for the entire pulse duration and must not become thermally isolated 
from the remainder of the follicle which is to be damaged or destroyed. 

Another example of spatially separated target and heater/chromophore is the 
treatment of telangiectasia, or leg veins. Permanent closure of the vessels probably 

20 requires coagulation of the vascular wall. In this case the heater is blood, due to the higji 
absorption of hemoglobin and/or water. Coagulation of the wall requires heat diffusion 
from the blood into the wall. 

When properly controlled, this treatment procedure can be used to safely deliver 
a clinically-effective thermal dose to a prescribed region surrounding the light-absorbing 

25 chromophores or heaters to cause a thermal lesion or a volume of denatured or 

coagulated tissue as required, while avoiding an absorption degrading change to the 
chromophore. This assumes that the chromophore used (e.g., water, melanin, 
hemoglobin) has a higher threshold for thermal damage than the surrounding tissue, and 
that the energy delivered is such that it does not cause the chromophore to explode or be 

30 otherwise be altered so as to lose or degradeits ability to absorb radiation. 

The thermal dose is calculated according to formulas known to those skilled in 
the art, and is an Arrhenius integral of the applied temperature over the time of treatment 
The boundaries demarcating treated tissue from untreated healthy tissue outside the 
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treatment volume are sharp due to the Arrhermis nature of the thermal dose delivery, 
such that tissue outside the treatment volume receives less total thermal dose than that 
lying within the treatment volume. It should be noted that the treatment volume may 
extend beyond the region being irradiated, and depends on the properties of the 
5 irradiating source as well as the tissue properties. Additionally, cooling by external 

means (e.g. parallel cooling) or internal means (by thermal diffusion or blood perfusion) 
affect the final outcome of the treatment, and in particular heating outside the treatment 
volume or target area, for example epidermal and possible dermal tissue above the target 
area. 

10 Thermal damag e of such types of targets requires heat deposition of sufficient 

power in the heaters, and good heat transfer from the heaters to the targets. Heat 
deposition depends on the coefficient of absorption of the targets and the power density 
of the EMR within the tissue. Heat transfer depends on the distance between the target 
and the heater and the heat transmission coefficient of the tissue. However, at a 

15 sufficiently high temperature, both the absorption coefficient of the heater and the heat 
transmission coefficient from the heater to the other targeted tissues may be 
compromised by phase transition and destructive processes like bleaching, melting, 
boiling, and bubble formation for the heater, and possible for tissue adjacent the heater. 
To prevent these undesirable effects, the peak temperature of the heater has to be limited 

20 by a prescribed maximum value, Tin**, called hereafter the "heater collapse 

temperature." Simultaneously, to ensure the permanent damage of the whole target, the 
temperature should exceed some minimum prescribed value, 'the thermal damage 
temperature," T 2 , over the target volume. The latter temperature is smaller than the 
collapse temperature. The temperature within the tissue between the target and the 

25 heater should be below the boiling temperature of water to prevent thermal isolation of 
the target from the heater and other adverse effects. To meet the temperature limit ations 
above, the power of the EMR should be controlled, and the pulse width has to be 
sufficiently long to deliver the energy needed. The thermal damage time (IDT) of the 
target is the time for the target temperature to exceed T 2 for a duration sufficient for 

30 irreversible target damage without damaging the surrounding tissue. TDT is thus the 
time to generate a temperature T 2 at the target by heat diffusion from the heater to the 
target Because the temperature gradient is not sharp, part of the heat will leak from the 
target, resulting in the heated area being larger than the target Nevertheless, TDT may 
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be many times as long as TRT of the whole taiget while still achieving selective damage 
of the target with sparing of the surrounding tissue. The optimum pulsewidth To of the 
EMR pulse should however be slightly shorter than or equal to TDT. 

The mechanism for selective damage of the target by heat difiusion is illustrated 
5 in Fig. 2, this mechanism relating to therapeutic and medical treatments using 

electromagnetic radiation to selectively damage targets that are spatially separated from 
the light absorbing chromophore. In Fig.2, the distance between the heater and the target 
isJ. Photons from an EMR source are absorbed by the heater. The EMR power density 
and pulse length are established so that the temperature of the heater Ti should be below 
10 the thennal damage threshold Timax of the chromophore. Heat is transferred from the 
heater to the target by thermal diffusion or another mechanism such as by shock waves 
or steam* 

Confined thermal damage of the target is achieved when the temperature of the 
target reaches T2, but the external surrounding tissue remains below that temperature. 

15 This thennal damage temperature T 2 depends on the duration and the shape of the 

heating pulse. For proteins, T 2 is between 42-80°C, depending on the dwell time (i.e., 
determined by Arrhenius integral). It is usually not possible to damage the target without 
damaging the tissue between the target and the heater. After the end of the EMR pulse, 
the temperature of the target will continue to rise to a maximum some time later. The 

20 time delay between the end of the EMR pulse x and moment of peak temperature of the 
target, that is TDT, is denoted by 8 (i.e., t « TDT-8). The pulse width should thus be 
equal to or shorter than the TDT, 8 being significantly shorter than the TDT in most 
cases. Therefore, the pulsewidth for selective treatment may be considered to be equal 
TDT (Le^ x = TDT). 

25 As a first example, a target that is a highly pigmented long cylinder with diameter 

dj surrounded by a treatment area with diameter d 2 (Fig. 4b) is considered, this model 
representing, for example, a hair follicle or a blood vessel. Two modes of heating are 
considered- The first mode is a "rectangular EMR pulse" (Fig. 5a), and the second mode 
is a "rectangular temperature pulse" (Fig. 5b). In the case of the rectangular EMR pulse, 

30 the temperature of the heater rises during the EMR pulse, and reaches Ti at the end of the 
pulse (Fig. 3b). In the case of the rectangular temperature pulse, the temperature of the 
heater is constant during the EMR pulse (Fig. 3a). For both modes of heating, the 
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temperature of the heater is below the collapse temperature Th,^ so absorbing 
properties of the of heater are not changed. 

The sequence of thermal profiles during heating of the heater is depicted in 
Figs: 5a, 5b for the first mode and second mode of heating respectively, these profiles in 
5 the target and surround tissue being at different moments. The illustrative parameters for 
ftese profiles are di = 70 pm, d 2 = 210 pm, collapse temperature = 100?C, * 
comssponding to the boiling temperature of water, tissue damage temperature (T 2 ) = 
70°C, associated with temperature of denaturation of proteins for pulsewidfhs in the 
range 10-1000 ms. The lower curve in both figures is the temperature profile at a time 
10 equal to the thermal relaxation time of the target (i.e. TRT=d 2 /16k) where k is thermal 
diffusivity of the tissue; kNJ.lmm 2 /?, TRT=27.5 ms for the illustrative profile. At TRT, 
the temperature on the boundary of the targ^ is significantly te^^ 

temperature. The upper curve in both figures is the temperature profile at TDT when the 
target temperature reaches the damage temperature T 2 . At this moment, the target is 

15 damaged, but the surrounding tissue is not For the illustrative profiles, TDT=1 600ms 
for the rectangular EMR pulse, and TDT=360ms for the rectangular temperature pulse. 
From Figs. 5a, 5b, it is seen that (a) the ratio TDT/TRT is 58 and 14 times respectively ; 
thus, for both modes, pulse width x=TDT is significantly longer than TRT; and (b) at the 
^ end of TDT, the heated area is significantly larger than the damaged target Thus, 

20 because of the spatial separation of W^y pigmented areas and flie target areas, the 

above technique differs from the classical case of selective photothennoly sis in that the 
target is damaged not because of direct heating by absorption of EMR, but because of 
heat diffusion from the heater to the target Fig. 5c is a cross-section through an 
illustrative hair shaft illustrating the relation of the profiles of Figs. 5a, 5b to the targeted 

25 hair follicle. In Fig. 5c, 26 is the hair shaft, 28 the inner root sheath, 30 the outer root 
sheath and 32 the location of stem cells (see also Fig. 1). 

Heat diffusion strength depends on the geometry of the heater and the target 
Three basic geometry examples^ namely planes, cylinders and spheres (Fig. 4a-4c), are 
used to illustrate this. In all cases, a heater of size di is assigned, located in the center of 

30 a target of size d 2 . A geometrical fector value x= d^di is also defined. As above, Ti is 
the m a ximum temperature of the pigmented area, and T 2 is the damage temperature of 
the target (Ti>T2). The thermal damage time of the target is: 
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( 

TDT=TRT x r(x,A) 

Here r(x^) is a function of the geometrical factor and a temperature factor A, where 
AKT2- T 0 )/(Ti- T 0 ). To is the temperature of the target and heater before irradiation. 
Normally T 0 is body temperature (37°C). Figures 6a-6c show the ratio r(x^)=TDT/TRT 
5 as function of the geometrical factor x for two heating modes, the "rectangular EMR 
pulse" and the "rectangular temperature pulse", Fig; 6a being for a plane target (Fig. 4a), 
Fig. 6b for a cylindrical target (Fig. 4b) and Fig. 6c being for a spherical target (Fig. 4c). 
Parameters for the calculations were Ti=100°C, T^=70°G and T<f=36.6°C, resulting in 
A=0.52. Note that the ratio r(xA) is not dependent on the size of the target or the thermal 
10 properties of the tissue. Several important conclusions follow from Figures 6a-6c: 

1) The ratio 1DT/TRT increases as the geometrical factor x is increased. 

2) The value of this ratio is very different for plane, cylindrical and spherical 
targets. For plane targets, TDT is only a few times greater than the TRT, but for the 
same geometrical factor x, it is sevetal dozen times greater than TDT for cylindrical and 

15 spherical targets. 

3) For the same TDT/TRT, the size of the damaged area is smallest for a 
spherical target, next larger for a cylindrical target, and largest for a plane target These 
results are to be expected because heat diffusion from plane, cylindrical and spherical 
targets is one, two and three dimensional respectively. The temperature profile is sharper 

20 and better localized for spherical beaters than for cylindrical heaters, and for cylindrical 
heaters it is sharper than for plane heaters. For the classical case of selective 
photothermolysis, the geometry of the target is not important because thermal damage 
takes place in the same area as the absorption of the EMR; however, it is important in the 
present case because, as a result of heat diffusion, thermal damage takes place in a 

25 different area than the absorption of EMR. 

4) The ratio TDT/TRT depends highly on the heating mode. The rectangular 
EMR pulse mode (Fig. 3a, 4b) represents a more gradual heating mode because the 
temperature of the heater reaches the mayi'miim Ti at the end of the pulse (Fig. 4b). 
Ratio TDT/TRT is Tnavimiim for this inode. The rectangular temperature pulse mode 

30 (Fig. 3b, 4a) represents a more aggressive heating mode because the mavfrmTm 

temperature of the heater is found during the entire EMR pulse. The ratio TDT/TRT is 
minimum for rectangular temperature pulse mode. This mode requires a special shape 
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far Hie EMR pulse with a high peak power at the beginning, and felling for the rest of the 
pulse (Fig. 3c) to maintain heat diffusion from fee heater into svnroxmd tissue. Pulse 
power should be adjusted precisely to keep the temperature of the heater below its 
collapse temperature, Tana* (Fig. 3d). The power depends on fee absorption coefficient 
5 of fee heater, its size, and fee attenuation of fee EMR in fee intervening tissue. 

The ratio TDT/TRT also depends on the temperature factor A=Cr 2 -To) /(Ti-T 0 ). 
Kg. 7, vAnch shows the influence of the maximum temperature of the heater Ti for a 
cylindrical target, compares two cases having Ti s =100°C(A=^0.53) and 
Ti=200°C(A=0^0). TD17TRT is close to one when the temperature of the heater is very 
10 high (for example 200°C). In biological tissue, such high temperatures can be expected 
: with chromophores like carbon or melanin in the hair shaft 

Where the EMR pulse is square, with its amplitude and duration chosen to heat 
the heater just below Ti and the target to Ti, the 

used, the part with high absorption is located at the center of the target, di is the size of 
15 the heater and cfe is the total size of the target, and it is assumed that all tissue of the 
target surrounding the heater should be damaged by heating to above T2, TDT of the 
targets and input power density P and fluence F for rectangular EMR pulse follows from 
th erm a l diffusion theory and are given by formulas in Table 1 : 
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The notations and the basic parameters of the problem are explained in Table 2 : 

Table 2 



Variable 


Dimensionality 
--^-2 .-i * 


Name 


Assumptions and relations 


K 


cm s 


Thermal drffusivity 


Assumed to be the same ail over the target 


P 


Gem"" 


Density 


Assumed to be the same alt over the target 


C 


J/(9~K) 


Specific heat 


Assumed to be the same all over the target 


M* 


cm'' 


Tissue absorption coefficient 


Assumed to be zero outside the heater 


Q 


a.u. 


The ratio of radiance to the input 
power density 




d, 


Cm 


Thickness or diameter of the 
heater 






Cm 


Thickness or diameter of the 
target 


d*>d x 


43 


Cm 


Mean spacing between of the 
target 


d 3 >d 2 


To 


U C 


Initial temperature of both the 
target and the surrounding tissue 


T 0 =37°C 




U C 


Temperature of heater 
absorption loss, collapse 
temperature 


Ti max = 100° C- 250° C 


T* 


°C 


Maximum temperature of the 
heater (absorber) 




T a 


W C 


Temperature of irreversible 
damage of the tissue 


r 2 = 7o°c 


A 


au. 


Temperature factor, temperature 
ratio 


T*-T 0 


X 


au. 


Geometrical factor, diameter 
ratio 


x = d 2 /d\ > 1 



WO 01/54606 



PCT/DS01702511 



-25- 

Fig, 6a-6c shows dependence of TDT on x. The conditions for the calculation of 
this figure are: Tr=100°C (boiling temperature of water), T2 S= 70°C (temperature of 
denaturation of protein for dwell time 0.1-ls) and x=l to 4. 

The value of the TDT can be up to 4 times longer than the TOT for plane targets, 
5 120 times for cylindrical, and 500 times for spherical targets. Typical parameters of 
treatment for hair follicle and spider veins given by the formulas are provided in tables 3 
and 4. 



Table 3. Optimum pulsewidth for hair-follicle treatment 



Hair types/ 
diameter 


TRTof 
hair. 

shaft, ms 


TRTLof 
hair 

follicle, ms 


Halting hair shaft growth 


Permanent hair-follicle 
destruction 


TRTof 
hair 

matrix, ms 


TDT of papilla blood 
vessel, ms 


TDT of stem cell, ms 


Rectangular 
temperature 
pulse 


Rectangular 
light pulse 


Rectangular 
temperature 
pulse 


Rectangular 
light pulse 


Fine/3011 


0:6 


5.4 


<0.3 


0.5 


1.5 


30 


115 


Medium 
coarse/70 


3 


27 


<2 


2.7 


8.5 


170 


610 


Large 

coarse/120^ 


9.6 


87 


<5 


8 


21 


510 


1800 



10 Table 4, Optimum pulsewidth for treatment of spider veins 



Diameter 
of vein, 
mm 


Wall 

thickness, 

Tnra 


TRTof 
blood 
volume, ms 


TRTof 
vem, ms 


Tlfl 1 of vein and fluence F 


X=577nm 


X=800 or 1060nm 


Rectangular 
temperature 
pulse 


Rectangula 

rlight 

pulse 


Rectangular 
temperature 
pulse 


Rectangular light 
pulse 


TDT, 
ms 


J/cm 2 


TDT, 

TOR 


J/cm 2 


TDT, 
ms 


J/cm 2 


TDT, 
ms 


J/cm 2 


0.1 


0.035 


0.5 


5 


40 


10 


130 


20 


40 


590 


140 


1090 


0.25 


0.08 


4 


35 


150 


6 


515 


15 


150 


335 


610 


615 


0.5 


0.12 


35 


135 


215 


4 


740 


6 


215 


115 


1200 


200 


1 


0.15 


260 


540 


240 


4 


670 


5 


24Q 


50 


2400 


90 



Treatments for which the teachings of this invention are particularly adapted 
include wrinkle, hair and vascular lesion removal. 
15 For wrinkle removal, since collagen provides the dermis with its basic structural 

integrity, it is generally believed that the removal of wrinkles in human skin can be 
accomplished by restructuring the dermal collagen. It is further understood that the 
process of collagen destruction, as well as collagen production, can be mediated by 
heating the collagen-containing portions of the dermis. This process of collagen . 
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destruction and coUagen formation takes place over a rather broad temperature range 
G-e., roughly 45-70 degrees Celsius). Increased collagen formation can also occur as a 
result of heating coUagen/fibrocytes within the papillary dermis to a sublethal 
temperature above normal body temperature, this effectmg/mcreasing fi^ 
5 metabolism. Furthermore, it is desirable that this lethal or sublethal heating take place 
primarily in the papillary dermis, the portion of the dermis closest to the dermal- 
epidermal (p-E) junction Accordingly, this treatment is targeted at the upper portion of 
the dermis, from approximately 100 microns to approximately 1mm below the upper 
surface of the epidermis, and may be particularly targeted to the upper portion of this 

10 region. It should be noted that the process of wrinkle removal described above does not 
require the removal of the epidermis, usually referred to as "skin resurfecing", and is 
therefore less traumatic and more desirable as a cosmetic procedure. However, even in 
skin resurfacing, collagen restructuring is thought to be the fundamental process leading 
to a desirable wrinkle free result 

15 To heat the papillary dermis to the required temperature range, the melanin layer 

located at the D-E junction may serve as the chromophore for light absorption in the 
wavelength range approximately 400-1500 m While melanin is normally optimally 
absorbed in a wavelength band from approximately 500 nm to 1300 nrnj this wavelength 
range is extended due to the added skin protection afforded the epidermis by the extra 

20 long pulse. 

Using toe discussion above as to the utility of using light pulses having long 
durations, preferably greater than 100 ms, to obtain maximum protection of the 
epidermis through parallel cooling, this wrinkle removal technique preferably requires 
pulse durations from 100 ms to 1 second or more. Depending on the skin type and other 

25 factors, times outside these ranges might also be employed. Through a combination of 
long pulse mumination of the dermis and contact cooling, an optimum temperature 
profile is produced in the papillary dermis for the restracturing of collagen, and 
accordingly wrinkle removal. Figure 8 shows the calculated temperature distribution for 
a cooled surface (10 degrees Celsius) and a laser pulse duration of one second at roughly 

30 150 J/cm 2 . With this curve, collagen remodeling extends about 200 microns into the 
papillary dermis, which should be sufficient for wrinkle removal. The target region of 
the papillary dermis mentioned above is shown to be mthe range of 50-70 degrees - - - - 
Celsius. 
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An explanation as to why the peak of the heating curve flattens out in the dermis 
in both Figs. 8 and 9 with increased pulse duration is as follows: Without cooling, a 
temperature distribution having its peak at the D-E junction (approx. 100 microns deep) 
is established. This distribution extends upward toward the slnn surface and downward 
5 into the dermis. With parallel cooling, heat is preferentiaUy transferred to ^ 

surface, depressing the portion of the heat distribution cui^e closest to the surface. Since 
the portion of the curve toward the dermis is not controlled as strongly by the surface 
cooling, if at all, and is largely mediated by the vasculature in the dermis, the portion of 
the heating curve iff the dermis is not as changed (reduced) as is the portion closest to the 

10 surfece of the skin. Fig. 9 illustrates this effect reasonably well at lower po wer (Le., 50 
J/cm 2 ) which may be suitable for some applications such as hair removal. Fig. 8 
illustrates the effect using three times the fluence, a regimen more suitable for wrinkle 
removal. This treatment may be concentrated in areas containing substantial wrinkles to 
further protect against skin damage. 

15 An alternative technique for utilizing the teachings of this invention for wrinkle 

removal is to utilize a source operating in a wavelength band preferentially absorbed by 
water, for example a range of 0.95 micrometers to 1 .9 micrometers and 2.1 to 2.4 
micrometers, and otherwise irradiating and cooling as indicated above. Radiation in the 
wavelength band indicated, while preferentially absorbed by water, are not so strongly 

20 absorbed that they cannot migrate at least several millWeters mto the papi 

• ' .*"• ■ • .. '.; - • ■ -iffy-* 

heating water in the tissues of the papillary dermis sufficiently to raise the temperature of 
collagen in this area, resulting as indicated previously in the restructuring of such 
collagen. 

There are a number of ways in which the teachings of this invention may be 
25 utilized for hair removal. In particular, in practicing the teachings of this invention, 

melanin in the hair shaft may function as a chromophore as well as melanin in the lower 
portions of the follicle near/in the matrix and near the papilla. Each h^T follicle has stem 
cells 32 which are, as shown in Figs. 1 and 5c, at the outer side of the outer root sheath 
30 in an area at a depth of approximately 0.5 to 1.5 r^m from the skin surfece. This is 
30 sometimes referred to as the bulge area of the follicle. Since the stems cells in general do 
not contain a chromophore, these stem cells can usually be heated and destroyed only by 
heating chromophores adjacent thereto, and permitting heat from such chromophores to 
be transferred to the stem cells. The most convenient naturally-occurring chromophore 
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adjacent to stem cells is the melanin in the hair shaft 26 itself. To destroy the stem cells, 
the hair shaft must be irradiated for a sufficient period of time for heat from the hair shaft 
to be transferred to the stem cells* For permanent hair-follicle damage, in accordance 
wffircuirent knowledge, it is necessary to damage stem cells that are located in the bulge 
area at the interface of the outer root sheath and the connective tissue sheath. One can 
also irreversibly damage a hair follicle at the level of the dermis by replacing it with 
connective tissue and blocked growth of new hair bulb. It is important that the hair shaft 
or other heater beihgutilized not be destroyed during this entire period (i.e., that the hair 
shaft or other heater - Le., melanin in the matrix - does not become so hot that it 
becomes denatured and ceases to function as a chromophore). However, charring or 
carbonizing of the hair shaft or other heater is acceptable since this does not reduce 
absorption, and may in fect increase absorption. Further, since water vapor can interfere 
with the transfer of heat from the hair shaft or other heater to the stem cells or other 
target, it is desirable that the temperature of the tissue be kept below approximately 100- 
11 0°C, the temperature at which formation of water v^por may occur. Thus, the peak 
power of the optical radiation applied to the hair shaft/heater for this application should 
be low enough so that the hair shaft/heater does not heat to above approximately 100°C 
by the end of the treatment, and the heating should last for a time sufficient for the heat 
from the hair shaft/heater to be transferred to the outer sheath of the follicle where the 
stem cells are located and/or other appropriate target As is discussed later, this time will 
vary somewhat with the size of the hair shaft and follicle. Where the applied radiation is 
at a wavelength selectively absorbed by fat, the sebaceous gland, which primarily 
contains fat or lipid, and which is also located at the depth of the bulge, may also 
function as a chromophore for the stem cells, either in addition to or instead of other 
chromophores discussed herein. With proper focusing, it may also be possible using 
wavelengths previously discussed to target water in the stem cells and/or tissue 
surrounding the stem cells and/or in/surrounding other appropriate target 

While the melanin in the hair shaft (and possibly in the stem cells for type IV 
patients), the lipid in the sebaceous gland and water in tissue surrounding the hair shaf t 
(and possibly in the stem cells) are the only naturaUy-occuning chromophores adjacent 
to or in stem cells, it is also possible to introduce an artificial chromophore into this 
region for purposes of destroyingthe stemcells. Thus, a dye could be applied to the hair 
shaft, which dye migrates down the hair shaft at least to the level of the bulge, or an 
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artificial chromophore such as carbon particles or magnetic particles of a selected optical 
quality can be applied to the skin and either naturally migrate into the follicle region or 
be forced into the follicle region using various techniques known in the art It is also 
possible to epilate the hair shaft before applying the chromophore to fecilitate its 
5 migration into the follicle region. With any of these techniques, the optical source would 
still be a relatively low peak power source of a wavelength appropriate for the 
chromophores being utilized, and would be applied for at least a sufficient duration so as 
to permit the heating of the chromophores to a temperature sufficient to damage or 
destroy the stem ceHs and/or other appropriate target, and for the heat from the 

10 chromophores to be transferred to the stem cells. Preferably , the chroniophores are 
heated to teinperature to prevent chromophore destruction and ablation (for example 
100°C-300°C depending on the chromophore), or slightly above, so that with thermal 
losses as the heat migrates to the stem cells, the stem cells will still be heated to 
approximately 65°C-70°C, as required for their destruction. It is also preferable that 

15 temperatures above 65°-70°C not reach much beyond the stem cells so as to avoid 

pronounced dermal damage. This is generally not a problem for regions of low density 
hair, but can be a problem for high density hair regions, where there can be accumulation 
of heat from adjacent follicles in dermal regions therebetween. 

More specifically, since heat flux will leak out of the target, the heating area will 

20 be larger than the target This increases the risk of overheating thelissue surrounding the 
targbt and thus the risk of nonselective damage. Very roughly, the* ftuence to produce 
nonselective bulk tissue damage Fns is (d3/d 2 ) n times greater than the fluence required to 
produce selective damage F s , where d 2 and d 3 are the target size and distance between 
ranters of the targets, and n is 1, 2 or 3 for planar, cylindrical and spherical targets, 

25 respectively. As a first approximation, F N s/Fs is proportional to the ratio of target 

volume and tissue bulk volume and independent of pulsewidth, the risk of nonselective 
damage increasing in the following order: spherical, cylindrical and planar targets. 

More precisely, for the ideal model of cylindrical targets with equal spacing (Fig. 
12), Figs. 13a, 13b show the dependence of TDT, F s and F N s on density factor y = 63/62 

30 for a rectangular temperature pulse. As seen from Figs. 13a, 13b, TDT and F s decrease 
inybeginningwithy = 5. This effect is explained by the influence of heat fluxes from 
neighboring targets. But at the same time, the ratio F N s/F s starts dropping at y = 5. So 
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for y < 5 the range of safe fluences is going to be very narrow and the risk of 
nonselective damage will increase. 

More specifically, hair follicle heating to achieve permanent ha ir removal is 
usually accomplished through light absorption by hair shaft melanin, melanin near the 
5 follicle matrix and/or artificial dye. This dye could be applied to the hair shaft and/or 
follicle or in the space created by epilation of the hair shaft The feature of the proposed 
method is that melanin or artificial dye heating continues until a certain thermal dose or 
temperature is reached and lasts as long as necessary for a protein denaturation zone (or 
thermal lesion) to extend to the outer sheath border where stem cells are located and/or to 

10 another appropriate target The thermal history and spatial profile of the temperature are 
primarily defined by two conditions. First, light absorption by the melanin or artificial 
dye, which should not decrease; appreciably with heating. This means that there should 
be no drastic change such as melting or evaporation of the hair shaft or artificial dye, or 
photo-bleaching of the melanin or artificial dye, since this would cause follicle heating to 

15 stop or become ineffective. Second, the hair shaft or artificial dye and outer root sheath 
must not be heat-insulated from each other by, for example water vapor created by 
boiling of tissue water. The first condition is met if hair shaft temperature is not over 
one of the following: (a) 220-250°C S) (b) a temperature of artificial dye photo-bleaching, 
(c) the temperature of dye evaporation. This latter temperature depends on the dye type. 

20 The second condition is satisfied if the hair shaft or artificial dye temperature does not 
exceed the tissue boiling s 100-110°C. The method thus 

requires that the temperature of the chromophobes (melanin or artificial dye) be low 
enough to prevent its bleaching during light healing of a hair follicle. This temperature 
is preferably below the water boiling temperature (Le., Tc or T ina3 r=100-110 o C). To 

25 maintain the temperature of the chromophore at or below Tmax, it is necessary to 

transport heat from the chromophore to the surrounding tissues (inner root sheath and 
outer root sheath) while adding heat to the chromophore. The power needed to ensure 
the heat production above, P(t), depends on the diameter of the hair shaft The formula 
for determining P(t) appears in Table 1 for a rectangular pulse: The dependence of x 0 

30 on the diameter of the hair shaft is demonstrated in Figs 10a?10c. For areas-having 
widely spaced hair, the dependence is described by formula (3), with t 0 being 
approximately in the range 15ms - 5s (Fig. 10a). In the case of dense hair, because of 
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the cumulative heat production by the hairs, t 0 is less than 400ms (see Fig 1 Oc). The 
above procedure of hair shaft heating ensures the total destruction of stem cells 
independent of the stage of hair growth. If hair is in the anagen stage and melanin is 
used for absorption, then stem cell damage is accompanied by matrix cell damage, since 
5 the melanin concentration and its absorption coefficient in the matrix is higher than that 
in the hair shaft In this case, the matrix temperature.exceeds Tmax- Thro^^ higher 
pulse duration, the structures of hair follicles thus become damaged. All these factors 
lead to a disruption of hair growth, and increased potential for permanent damage of the 
hair follicle, and thus permanent hair removal. 

10 Another important effect is in the breakdown of the mechanical bond between the 

hair shaft and the dermis when thermal damage of the outer root sheath cell occurs. 
Owing to hair shaft temperature limitation during a treatment, the hair shaft remains 
intact and could be easily removed. Thus, the maintained hm r shaft provides an 
objective criterion for hair follicle destruction; this criterion consists of mechanical 

15 removal of the hair shaft by gently pulling it out The hair shaft can be removed with all 
or part of the follicle structure, including stem cells. This can be an additional 
mechanism of permanent hair removal. The hair shaft can be welded to the inner root 
sheath either with or without support of biological solder injected in the gap between hair 
shaft and inner root sheath. 

20 A procedure for defining the parameters of the light treatment for this method 

might thus be: 

1 . Finding diameter d and absorption coefficient for a typical hair shaft. Both d and 
mean be found by the use of standard methods. For example some hair (for 
statistical purposes) are mechanically removed and a diameter d is measured by 

25 means of a divider, and absorption at the wavelength (wavelengths) is measured 

by use of a spectrometer. The above wavelengths are those of the light source 
applied for hair removal. Both parameters can be defined by use of a contact 
microscope equipped with CCD-camera. If an artificial dye is used, jia is defined 
based on the concentration thereof 

30 2. Setting Timax and following formulas in Table 1 to calculate the input flux. 
3. Defining optimum pulse duration according to formula (3). For dense hair, a 
duration no more than 600 ms is chosen according to Fig. 10c. 
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4. Choosing type of skin according to standard methods, for example by measurement 
of reflection coefficient of skin for different 

5. Using the skinlype and the pulse duration for the selected wavelenj^ to find the 
accepted maximum flux and fluence (see Fig. 1 1). 

5 6. Choosing the flux for treatment iasthesmaUestvalue of (a) the flux defined 

condition of keeping epidermis intact (see Fig. 9) and (b) the fliix providing hair 
healing to temperature T XmZK (see Eq. 1). 

The above procedure may be carried out by applying the optical radiation locally 
ot in a pattern with or without parallel cooling to achieve a spatial and temporal 
10 temperature profile and thermal dose map, which may include using a compound 

sequence of interrupted pulsatile irradiations, or a quasi^ntinuoiis irradiation scheme, 
whereby the position^ of the light source is scanned or patterned over the area to be 
treated. 

An alternative procedure would be to choose a test sample before treatment 

15 While hair shaving is not done, mechanical ratting is possible so long the remaining 
length of the hair is sufficient to remove it 

Once minimum flux and pulse duration are chosen and the treatment is performed 
on the test sample, one can check if it is possible to pull the hair out with minimal force 
and that there has been no epidermal damage. If the hair does not come out and the 

20 epidermis stays intact, the pulse duration is increased by, for example 50-1 00ms, and the 
steps are performed again, ranging up to a mayimnm pulse duration of about 5s. Then 
the flux is augmented and the treatment procedure is duplicated with a rise of the flux 
from minimum to m a ximum . If certain values of the flux and pulse duration result in the 
hair coming out under gentle pulling while the epidermis stays intact after the treatment, 

25 then these parameters are suitable operational parameters for hair removal. If a certain 
value of flux and pulse duration result in damage of the epidermis but the hair pulls out 
with a great effort, then it may not be possible to remove hair from the skin of this 
patient by use of the invention. Experimental results achieved strongly suggest that it 
should be possible to treat all patients utilizing the teachings of this invention. 

30 While for.an individual hair shaft and hair follicle, the most appropriate set of 

exposure parameters can be chosen, as indicated above, the heterogenicity of hairs and 
" hair follicles for a patient have to be consider in designing the most appropriate 
treatment of that patient Different hair and hair follicles with similar properties can be 
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grouped together. The more specific the differentiation of the group, the more 
appropriately each group can be treated. In general, division into a few group willallow 
treatment close to optimal treatment parameters. By applying multiple EMR pulses to 
the same area, each pulse's parameters optimized for a certain subset of hair follicles, 
5 allows more complete hair removal These multiple pulses could either be applied in a 
short time interval over a single 

sessions. This technique effectively thins the hairs in the area, eliminating for example 
thinner hair first, thereby mitigating interaction problems in dense hair areas. This is 
because destnictioir of thinner hairs can occur before the TRT for the thicker hairs is 
10 reached. 

A special mode of treatment is the delivery of multiple pulses with increasing 
flux from pulse to pulse. In this treatment mode, the thermal destruction of certain 
chromophores is intentional and can be described as "optical fuse". The calculations 
above demonstrate that with increasing flux, the threshold for hair shaft ablation is 

15 shifted to hairs containing less chromophore. If the outer root sheath cells are already 
destroyed by the preceding pulse, than the following pulse with a flux above the 
threshold for hair shaft ablation can remove the chromophore that is not needed anymore 
because this particular hair follicle is already destroyed. By removing the chromophore 
with increased flux, the EMR will only be absorbed by the remaining hair shafts with 

20 less chromophore. These hair follicles need a higher flux to generate sufficient 

temperature rise within the hair follicle. The maYimiim flux of this train of pulses is 
limited by the flux that is tolerated by the qpidermis. This strategy of delivering a train 
of pulses, each targeting a different subset of hair follicles, and reduction in absorption of 
unnecessary EMR by removal of chromophores within already destroyed hair follicle is a 

25 novel treatment strategy. A higher ratio of damaged hair follicles within a treatment area 
can be expected with less danger of thermal damage, even for relatively dense hair areas. 
This is substantially different from a train of pulses each with the same flux and pulse 
duration, targeting the same subset of hair follicles. However, using parameters of EMR 
what are below the threshold of chromophore destruction will allow multiple treatment 

30 of a certain subset of hair follicles in order to get more complete destruction of this 
subset of hair follicles. 

The invention may also be used for the elimination of unsightly vascular lesions 
such as leg veins. The strategy for eliminating leg veins using a laser or other EMR 
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source is based on stopping the blood flow by either coagulating the blood, causing an 
occlusion in the vessel, or by applying external contact pressure capable of interrupting 
or impeding the flow of blood in the vessel. The degree to which this occlusion is 
necessary is determined by Ihe irradiation parameters and the local tissue properties and 
depth of the treatment region. In the case of clot induction, it is preferable to 
substantially destroy the proximal endothelium of Ihe blood vessel wall, which will 
reduce the production of the growth factors responsible for eliminating clots in the blood 
stream Thus, to successfully treat 1he blood vessel, the inner lining D f the vessel wall 
should be substantially destroyed; 

The treatment of offending blood vessels can be augmented by mechanical or 
acoustical means known to those skilled in the art to achieve a reduction in blood flow or 
occlusion by pinching off the blood flow, or by coagulation of the blood, forming a 
blockage in the flow path. To ensure that enough hemoglobin and/or blood fluid 
chromophores remain near the treatment site, it is preferable to stop the flow of blood 
without ejecting the blood from the treatment region, such as might occur if a flat plate is 
pressed against the skin with sufficient pressure. For permanent sealing of the blood 
vessel, tissue welding may be induced, preferably upon heating the vessel to the degree 
of destroying the epithelial layer, and by applying external pressure to press the now 
exposed and heated collagen layers together, allowing them to form a tissue weld bond. 

Using the inventive concept of heating chromophores, but not destroying the 
chromophores, a process Can be performed whereby the hemoglobin, water in the blood 
and/or the blood fluid act as the chromophores, converting, the applied radiation light 
into heat As long as Ihe chromophores used in the treatments (e.g. melanin, water, 
hemoglobin, blood fluid) have a higher threshold for photo-thermal damage than die 
tissues in the surrounding treatment volume (e.g. stem cells, collagen, epithelial vessel 
walls) the concept presented herein can be applied to use bulk heating originating from 
the light-absorbing chromophores to treat the surrounding area, thus defining a 
prescribed treatment volume outside of which no permanent damage will occur, even if 
the treatment times exceed the thermal relaxation time for the tissues in question. While 
radiation used for blood coagulation has generally been in the 540 nm to 580 nm range in 
the prior art, less epidermal heating occurs at longer wavelengths, for example 8 10 nm 
available from a diode laser. By using a pulse duration which is longer that the thermal - 
diffusion time for the vessel, a tissue volume larger than the blood vessel is heated. This 
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"bulk heating of the blood vessel and surrounding tissue results in the uniform destruction 
of the vessel endothelium, decreasing growth factor and perhaps ensuring the permanent 
blockage, and therefore elimination, of the blood vessel. 

The basic idea of this application, the use of long pulse light sources having low 
5 peak power, suggests using non-laser devices to supply light energy for performing 
dermatological/cosmetic procedures. It appears that concern as toscarring with long 
pulse optical treatments, and in particular with pulses having a duration longer than the 
thermal relaxation time of the target component, may not be a serious restriction, since in 
early clinical studies, the pain threshold for the patient seems to be reached before any 

10 serious dermal damage occurs, which can lead to scarring. Therefore, so long as the 

treatment is terminated when the patient reports pain, the risk of scarring is very limited. 
This procedure can permit safe pulse durations for a given source to be empirically 
determined. Fig. 11 shows one set of illustrative curves. Further, low power, long pulse 
treatments result in the slow heating of tissue beyond the target component, which is 

15 moderated by blood flow in the region to maintain tissue temperature in such a region 
below its damage threshold, even for very long pulses. 

Since the procedure of this invention does not destroy the chromophores, it can 
be expected that a weak light source, used over an extended period of time, will be 
effective in tissue modification/damage/destructiorL This means that light sources from 

20 incandescent bulbs (home device) to halogen lamps (home device) to the sun are 

potential light sources for dermatologic/cosmetic procedures. Dyes which can act as 
surrogate chromophores in transforming light to heat energy, for example carbon or other 
black chromophores for a wide spectrum light source, and/or known frequency shifting 
or filtering techniques can be used for selected procedures, as required. 

25 While in the discussion above, the target has generally been damaged or 

destroyed by being heated to a temperature well above normal body temperature, it is 
also possible to achieve selective target damage or other therapeutic effect by heating the 
target to a temperature only several degrees above body temperature for a prolonged 
period to achieve localized hyperthermia. Such heating may.be achieved by either direct 

30 heating of a target containing a suitable chromophore or by indirect heating of the target 
by heat diffusion from an absorbing chromophore, as described above. Pulse durations 
of more than 20 seconds might be appropriate for this type of treatment, and exposure or 
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tceatment times substantially greater, perhaps even in the range of minutes to hours, may 
be necessary in some instances. 

For example, postfebrile temporary alopecia (Le., hair loss at elevated 
temperature, for example when a patient has a higft fever), is a well-known phenomenon. 
The critical fever temperature that can cause temporary hair loss is approximately 39°C. 
This indicates a susceptibility of hair follicle cells to hyperthermia. While heating the 
entire body nonselective*? in order to achieve hair removal may not be practical and 
could cause unwanted side effects, a treatment procedure where temperature in a range of 
a few degrees above body temperature are achieved close to the hair follicles in order to 
cause hair loss is an option. In order to achieve hair loss with these relatively low 
temperature increases, exposure in the range of minutes to hours is probably necessary. 
This would result in the temperature distribution within the tissue being close to a steady 
state profile. The low peak power/long pulse duration teachings of this invention can be 
used to calculate appropriate power and pulse duration for achieving hyperthermia 
treatments. However, with prolonged exposure, the body performs compensating 
mechanisms, like increased blood flow and sweaty 

calculate appropriate parameters. It theref ore may be more accurate to empiracally 
determine appropriate parameters using for example feedback mechanisms. For 
example, the onset of pain or the monitoring of skin temperature either at or close to the 
skin surface might be utilized to control power and duration with this regimen 

A hyperthermia regimen may also be employed by introducing an artificial i 
chromophore into the middle part of the hair shaft, a very low power EMR source being 
utilize in this base m Hyperthennia-type 
treatment might also be utilized for skin resurfecing with melanin in the epidermis being 
used to induce hyperthermia of the papillary dermis. 

Long pulse heating of a hair shaft or hair follicle can also enhance adjuvant 
therapies, for example PDP or other photo-excited processes for hair removal. The 
increased temperature in the long pulse regimen can enhance susceptibility to 
photochemical induced damage. 

It is also known that certain biological tissue responses are triggered by a 
prolonged exposure of tissue to elevated heat, and that some of these biological 
responses may enhance the susceptibility of the tissue to further tissue damage. Thus, 
heat exposure during an initial treatment can result in perifollicular edema which 
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dec^perifomcubrcapma.yMoodflow. This reduces the removal of heat due to 
heat convectton, pemittmg outermost structures of the hair follicle to be more 

Ofterusefulbioiogiea! 

tissue responses may also occur. 

mvenhon are by no meaus limited to the field of dermatology and may be 
trfvan^usly*^^^,^ For e^mpie, such a regimen rmgh. 
ben^ fcr n^ opI ^ od ^^ hffimfcraoa ^ ^ 
must be exerosed to achieve therapeutic results in the desired area of the eye without 
ea^ng damage to adjacent areas such as the opue nerve. Lower energy radiation 

tobeachrevedwmrere*ming,he danger 
accidentally momentarily irradiated 

of which are not to be printed. 

While the invention has been discussed above with respect to preferred 

and mat vananons thereon will be apparent to ones sMed m the art ^vhile still remaining 
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CLAIMS 

1. A method for performing a medi^ 

radiation (EMR) to a treatment area of a patient's body which may contain at least one 
chromophore, such radiation being of at least one wavelength absorbed by said 
5 chromophore, having a power profile with an average power (Pa) and peak power (Pp), 
(P p ) being insufficient to cause a change in the at least one chromophore which results 
in significant loss of absorption, and having a duration long enough for sufficient energy 
for the procedure to be applied at said power profile to the treatment area. 

10 2. A method as claimed in claim 1 , wherein said target area has a thermal relaxation 
time (TRT}, and wherein said duration is greater than said TRT. 

3. A method as claimed in claim 2, wherein said duration is substantially greater 
thanthe TRT. 

4. A method as claimed in claim 1, wherein said peak power is less than 500 watts. 

5. A method as claimed in claim 1, wherein said EMR is continuous wave, and 
wherein peak power and average power for said radiation over said duration are roughly 

20 the same. 

6. A method as claimed in claim 1, where said chromophore is heated to a 
temperature which is no more than approximately 1 10°C so as to avoid vaporization of 
tissue. 

25 

7. A method as claimed in claim 1 , wherein said procedure is hair removal, wherein 
said chromophore is melanin of a hair shaft in a hair follicle, and wherein said duration is 
sufficient for sufficient heat from said hair shaft to reach an outer root sheath of said 
follicle to damage stem cells located thereat 

30 

8. A method as claimed in claim 1, wherein said procedure is hair removal, wherein 
said chromophore includes a heater in at least one follicle located in said target area, and 
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^ereinsaidpowerproffleanddurationaiesufficienttoatW H 

critical element of the follicle. aent to at Iea ^ daznage at least one 

10. A method as claimed in claim i 

said duration is sufficiently loneer at «u ^ 811(1 Wherein 



15 



20 



H. A method as claimed in claim 1 wherem «m „ , 

*rfj«iradiaaon. "mperature .now, ^ ft,. ep idemis 
12. A method as claimed in claim i inoit^i 



5 13 



13. >P^forperformingamemcaIprocedureona^ / 
body containing at least ^ m, i. on a treatment area of a patient's 

uumng at least one chromophore including a source nf P l.^ 
radiation (FMT?l n f„» i . source of electromagnetic 

n ^iiMR) of at least one wavelength absorbs w o„v» t_ 

sufficient enerovf™.*!, — duration long enough for 



WO 01/54606 



i 



i 

PCT/US01/02511 



-40- 

14, Apparatus as claimed in claim 13, wherein said target area has a thermal 
relaxation time (TRT), and wherein said duration is greater than said TOT. 

5 15. Apparatus as claimed in claim 14, \dierem said duration is substantially greater 
than the TRT- 

16. Apparatus as claimed in claim 13, wherein said peak power is less than 500 
watts. _ "~ - . 

10 

17. Apparatus as claimed in claim 13, wherein said EMR is continuous wave, and 
wherein peak power and average power for said radiation over said duration are roughly 
the same. 

15 18. Apparatus as claimed in claim 13, wherein said chromophore is heated to 

temperature which is no more than approximately 1 1 0°C so as to avoid vaporization of 
tissue. 

19. Apparatus as claimed in claim 13, wherein said procedure is hair removal, 

20 wherein said chromophore is a hair shaft in a hair follicle, and wherein said duration is 
sufficient for sufficient heat from said hair shaft to reach an outer root sheath of said 
follicle to damage stem cells located thereat 

20. Apparatus as claimed in claim 13, wherein said procedure is hair removal, 

25 wherein said chromophore includes a heater in at least one follicle located in said target 
area, and wherein said power profile and duration are sufficient to at least damage at 
least one critical element of the follicle. 

21. Apparatus as claimed in claim 13, wherein said procedure is wrinkle removal, 
30 wherein said chromophore is melanin at the DE junction, aM 

_and duration are sufficient to heat collagen in the papillaiy dermis sufficiently to 
restructure such collagen. 
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22. Apparatus as claimed in claim 13, wherein said procedure is ^ ' 
ofthelesionforbulkheatingofthelesioB. ^ «^nnal dxffusion tune 



23. 



10 



24. 



Apparatus as claimed in claim 23 including » - 
least the portion of said sk* smfcce ovetl ^ *** ^ * 



area. 



20 



25. Apparatus as claimed in claim 13 including a dete^o. ^ ♦ , 
I^°neofEMRpower pro ffleandduntfon. ««J«ector fa coaling tt 



26. Apparatus as claimed in claim 13 wh^r M ;j 

powerlasersonrce. ^ ^ ^™ »>tirce is a lowpeak 

27. Appammsas 'claimed in claim 13, wherein said radiation sonree is a, „» u 
« Power non-coherent light source. »"«"trce B alowpeak 

28 Am ^ fOT P^onitingamemcalprocednreonata IB etareaof» n « 

^^Po^memodincludingappl^ 
^)«oa, I eaatmehea to portio„„ f ^^ aMofM1 J^^- 
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29. A method as claimed in claim 28 wherein said duration is significantly greater 
thanTRT. 

5 30. A method as claimed in claim 28, wherein said target area has a thermal damage 
time (TDT) which is the time required at said power profile for said entire target area to 
reach athermal destruction temperature; and wherein the duration of said radiation is 
substantially equal to said TDT. 

10 31. A method as claimed in claim 30, wherein said duration (t) for the EMR is equal 
(TDT-5), where 5 is roughly the propagation time for heat from the heater portion to a 
non-heater portion of the target furthest from the heater. 

32. A method as claimed in claim 30, wherein TDT = TRT • r (x, A), jyvhere x is a 
15 geometrical factor and A is a temperature factor. 

33. A method as claimed in claim 32, wherein x = d^di where di = size of heater 
portion and 62 fa size of total target, and herein A = (T2 - To)/ (Ti - To) where To is 
target/heater temperature before irradiation, Ti is the heater temperature and T2 is the 

20 temperature at which irreversible thermal damage of the target area generally occurs. 

34. A method as claimed in claim 30, wherein said target is a hair follicle, and said 
heater portion includes a pigmented hair shaft in said follicle, TDT being the time 
required for heat to the thermal destruction temperature to reach an outer sheath of the 

25 follicle. 

35. A method as claimed in claim 30, wherein said target is a blood vessel, said 
heater portion including blood in the vessel, and TDT being the time required for heat to 
the thermal destruction temperature to reach through walls of the blood vessel in a target 

30 area. 

36. A method as claimed in claim 30, wherein said target is collagen in the patient 
papillary dermis, said heater portion being melanin at the dermal-epidermal (DE) 
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junction, and TDT being the time required for heat at th. , , 

38. A method as claimed in claim 28," including cooling the natient'* .w • 

- -^^- tol emovehen,^m«he^.^ i ^ MSto,,lanarca 

39. Apparatus for performing a medical nrrw~*~» 
ahamtenthen.erpordon.inclndmg. t*--*^ 

- ^-^^^o^d^r^^r 15 ^ 

fcadmnnnn^^^^ ^^^'^^-dtoge,.^ 
o ----ove3.dd^on to _m P h^n^rrr ,haPOWCT 

40. Apparatus as claimed in claim 39, herein said target has a the™ i n 
^wmchismetimere.uiredat^ 
^destmcnontemperature;^ 

said target area is substantially equal to said TDT. * 

41. Apparatus as claimed in claim 40 j ^ 

applied tome target is eoua! ODT^^ ^ duration (t) during whichEMR is 
iron, the w r!l X * B I ° U * ly *» P">P^oa time for heat 

6 m Iactor and A is a temperature factor. 
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43. Apparatus as claimed in claim 42, wherein x = d^di where di = size of heater 
portion and d 2 = size of total target, and wherein A = (Ti - To)/(Ti - To) where To is 
target/healer temperature before irradiation, Ti is the heater temperature and T 2 is the 
temperature at which irreversible thermal damage of the target area generally occurs. 

5 

44. Apparatus as claimed in claim 3 9, including a mechanic 

during ^plication of EMR to said target area which cools the patient's skin in an area 
over said target area. 

10 45. A method for performing a medical procedure on a target area of a patient's 

body, said target area including a highly absorbent heater portion, the method including 
applying electromagnetic radiation EMR to at least the heater portion of said target area 
of at least one wavelength highly absorbed by said heater portion, having a power profile 
whichheats said heater portion to a temperature T which is greater than a thermal 

15 damage temperature for at least a portion of the target area to be da mag ed, but less than a 
collapse temperature at which said heater portion undergoes a change which results in 
significarrfloss of absorption at said at least one wavelength, and having a duration 
sufficient with said power profile to accomplish said medical procedure. 

20 46. A method as claimed in claim 45, wherein said target has a thermal damage time 
(TDT) which is the time required for said entire target to reach said thermal destruction 
temperature at said power profile, and wherein said duration is substantially equal to 
TDT. 

25 47. A method as claimed in claim 45, wherein at said collapse temperature, said 
heater portion undergoes a phase transition causing at least one of bleaching, melting, 
boiling, bubble formation and other destructive process. 

48. A method as claimed in claim 45, wherein said heater portion is a naturally 
30 occurring chromophore in the patient* s body. 

49. A method as claimed in claim 45, wherein said heater portion is at least in part an 
artificial chromophore introduced to said target area. 
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v aS c u l a rles,o 1K ,and w *e re m S aiddu I a t ioni s 0.5 msto 20 S ec. ™*>**°t 



> 52. An^od aS cI aimedio cIai n> 45,^^^ dmedicaIprooedllIe 
remodeling and wherein said duration is 100 ms to 20 



is collagen 

sec. 



53. A mefcod as claimed in data 45 indnding repeating said app Iyi ng stop a. ^ 

aTdti^ m TT^ to ^ 53 "^ toa ^^--.nn ifem 
perforenance of said mlyiag ^ ^ rf ^ ^ ^ 

«"» cotiapsetompeJTfo, 
. exceeded wimou, exceeding ^ coUapse .ereperetore o^ 

hentingportionsofttetarge.arealbr^chtiea.reen.bnotoompl^ 
•""I^ theater is substin^ ). 

^^^-W^insaid^^ toacc< ^^ I ^ 0nTO 

^•-^^tocl^ingahigUya^^^,^ 
e.ection.agnetic rediation (EMR) of a, leas, one wavdengm nigUy abZ^, *. JT 
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heater portion, an applicator applying said radiation to at least the healer portion of said 
target area, and controls for at least one of said source and said applicator to cause said 
EMR applied to the target area to have an power profile which heats said heater to a 
temperature T which is greater than a thermal damage temperature for at least a portion 
5 of the target to be damaged, but less than a collapse temperature at which said heater 
portion undergoes a change which results in significant loss of absorption at said at least 
one wavelength, and of a duration sufficient with said power profile to accomplish said 
dermatology procedure. 

10 58. Apparatus as claimed in claim 57, wherein said target has a thermal damage time 
(TDT) which is required for said entire target to reach said thenn^ 
temperature at said power profile, and wherein said duration is substantially equal to 
TDT. 

15 59. Apparatus as claimed in claim 57, wherein said EMR source is an optical 
radiation source. 

60. Apparatus as claimed in claim 57, wherein said power profile is such the 
temperature of said heater is substantially constant for said duration! 

20 

61 . A method for performing a inedic^ procedure on a target area of a patient's 
body, said target area including at least one absorbent heater portion and at least one non- 
heater portion having weak absorption to no absorption, said at least one non-heater 
portion being spaced to varying degrees from said at least one heater portion, the method 

25 including applying electromagnetic radiation (EMR) to at least heater portions of said 
target area of at least one wavelength highly absorbed by said heater portions, having a 
power profile which heats said heater portions to a temperature T which is greater than a 
thermal damage temperature for the portions of the target area to be damaged, but less 
than the collapse temperature at which said heater portions undergo a change which 

30 results in significant loss of absorption at said at least one wavelength, and of a duration 
sufficient with said energy profile to permit the hearing of substantially all of said target 
area from said heater portions to a temperature sufficient to accomplish said medical 
procedure. 
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«. A method as chimed m claim 6Ij ^ fc ^ ^ 

said target area. 

Lerm^"^" ^ apl«nmty of targetareasin 

an aperture bemginadiated by said EMR, each ofsaidaieas being of a size d2 and 
centos ofsaid targe, areas being spaced by a distance d 3 , and herein fterano of 
^ F -*^^e<^dea,arge,areao<^^ 

^^«^-oo^ isF ^ s . (w ,^ afad ^ <m 

^on^ofappropnatewavd^^ — 
J^^^bynrelanmmthe^^ 

result of EMR absorption ui epidermal melanin can migrate to the skin surface and be 
epidermis during irradiation. 



65. 



A method as claimed in claim 64, deluding actively cooling said skin 



l^dmingsaidduranon. -~— eoonng sard sta surface ,« 

soumcofoleehomagnencradlation^ofa^velengmappr^ 
pr.^.said^velengmbemgal^rbedbymelamnmthepattent-se^ 

^atmedermis^idemna^ju^on.anappUcan.rmrapp.ymgmeEm 

^^^^^.^c^^a.^oneof^Zm.^ 

, " d ^ toteWW ^^ w «^^a<tea n on to 

^^memcajpmc^and^ehamsuehma.heatgenem^a.aresuh 
^onmeprdermalmelarfecannugmfcmmes^ 
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67. Apparatus as claimed in claim 66, wherein said source is a source of optical 
radiation. 

5 68* Apparatus as claimed in claim 66, including a mechanism for actively cooling 
said gVrn surface at least during said EMR duration, facilitating the removal of heat 
therefrom, 

69. A method for performing a medical procedure on a target area of a patient's 

10 body, said target area including a highly absorbent heater portion, the method including 
applying electromagnetic radiation (EMR) to at least the heater portion of said target area 
of at least one wavelength highly absorbed by said heater portion, having a power profile 
which heats said heat portion to a temperature T, said applying step having a duration 
sufficient with said power profile to accomplish said medical procedure, and said power 

15 profile resulting in the temperature T of said heater being substantially constant during 
said durations. 

70. A method as claimed in claim 69, wherein said power profile results in optical 
power decreasing substantially exponentially during said duration. 

20 

71 . Apparatus for performing a medical procedure on a target area of a patient's 
body^ said target area including a highly absorbent heater portion, including: 

a source of electromagnetic radiation (EMR) of at least one wavelength highly 
absorbed by said heater portion, an applicator applying said radiation to at least the 
25 heater portion of said target area, and controls for at least one of said source and said 
applicator to cause said EMR applied to the target area to have an power profile which 
heats said heater to a temperature T, said EMR having a duration sufficient with said 
power profile to accomplish said medical procedure, and said power profile resulting in 
the temperature T of said heater being substantially constant during said durations. 

30 

_ _ 72. An apparatus as claimed in claim 71, wherein said power profile results in optical 
power decreasing substantially exponentially during said duration. 
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